Purpose Information on predictive factors of cognitive functioning in patients with (multiple) brain metastases (BM) selected for radiosurgery may allow for more individual care and may play a role in predicting cognitive outcome after radiosurgery. The aim of this study was to evaluate cognitive performance, and predictors thereof, in patients with 1-10 BM before radiosurgery. Methods Cognition was measured before radiosurgery using a standardized neuropsychological test battery in patients with 1-10 BM (expected survival > 3 months; KPS ≥ 70; no prior BM treatment). Regression formulae were constructed to calculate sociodemographically corrected z scores. Group and individual cognitive functioning was analyzed. Multivariable regression was used to explore potential predictors. Results Patients (N = 92) performed significantly worse than controls (N = 104) on all 11 test variables (medium-large effect sizes for 8 variables). Percentages of impairment were highest for information processing (55.3%), dexterity (43.2%) and cognitive flexibility (28.7%). 62% and 46% of patients had impairments in at least two, or three test variables, respectively. Models including combinations of clinical and psychological variables were predictive of verbal memory, psychomotor speed, information processing and dexterity. Neither number nor volume of metastases predicted patients' test performance. Conclusions Already before radiosurgery, almost half of the patients suffered from severe cognitive deficits in at least three test variables. At group and individual level, information processing, cognitive flexibility, and dexterity were most affected. These cognitive impairments may impair daily functioning and patients' ability to make (shared) treatment decisions. Both clinical (symptomatic BM; timing of BM diagnosis) and psychological (mental fatigue) characteristics influenced cognitive performance. Clinical trial information Cognition and Radiation Study A (CAR-Study A; ClinicalTrials.gov Identifier: NCT02953756; Medical Ethics Committee file number: NL53472.028.15/P1515).
Introduction
Stereotactic radiosurgery (SRS) is increasingly applied in patients with brain metastases (BM) as it is expected to cause less cognitive damage than whole brain radiation therapy (WBRT) because it allows precise radiation delivery to the BM only. Patients with newly diagnosed BM who are accepted for SRS alone represent a selective group of patients with a relatively good performance status (Karnofsky Performance Status ≥ 70) and an expected survival time of at least three months [1] . Nonetheless, before BM treatment, many patients experience cognitive impairments that may be caused by several factors, including the BM itself, medication use, the primary cancer, or side effects Electronic supplementary material The online version of this article (https ://doi.org/10.1007/s1106 0-019-03292 -y) contains supplementary material, which is available to authorized users. of systemic treatment [2] . Thorough assessment and understanding of these impairments is of high relevance because these impairments, e.g., slow processing of information, may negatively affect patients' ability to reason through (shared) medical treatment decisions, daily functioning and ultimately patients' quality of life [3] . In addition, pretreatment neuropsychological assessment is crucial for the evaluation of cognitive changes after SRS [4] .
There have been relatively few studies in patients with newly diagnosed BM who undergo SRS that evaluated (baseline) cognitive functions with objective neuropsychological tests, as opposed to insensitive measures for this purpose such as the Mini-Mental Status Examination (MMSE) [5] . Moreover, in reports thereof, baseline test results were not the primary focus and were only (very) briefly discussed. The majority of patients (ranging from 53 to 67%) in these studies showed mild to severe impairments in at least one cognitive domain. Executive function, verbal learning and memory, dexterity, information processing, and visuoconstruction were the cognitive domains most frequently affected [6] [7] [8] [9] [10] , which is in line with research in patients with BM in general [11] [12] [13] [14] [15] . Previous studies, however, concerned patients with a limited number of BM 1-4 whereas the use of SRS is expanding to patients with multiple (> 4) BM [16] [17] [18] . More recently, total volume of BM, as opposed to their number, has gained interest as a predictor for outcomes of patients with BM (including overall survival, local control and distant progression of BM) [19] [20] [21] [22] . However, thus far, only a few studies have examined the relationship between number and volume of BM and (pretreatment) cognitive functioning in patients with BM. In univariate analyses, a larger total volume of BM was suggested to be associated with worse baseline cognitive performance in four studies, including two small pilot studies [6, 8, 10, 15] . The number of BM was however not associated with cognitive performance in these studies, suggesting that cognitive functions are more affected by the total burden of BM than by the number of lesions [15] . To our knowledge only one previous study explored potential predictors of pretreatment cognition in patients with BM in a multivariable manner [15] . This study showed that total volume of BM was a predictor for baseline cognitive impairment in patients that were randomly assigned to WBRT with or without motexafin gadolinium.
In the current study, we investigated the incidence and severity of cognitive impairments in patients with 1 to 10 BM before Gamma Knife radiosurgery (GKRS). Both number and volume of BM are examined as potential predictors of baseline cognitive functioning. In addition, the role of other clinical variables (including KPS and diagnosisspecific graded prognostic assessment (DS-GPA [23] ) and psychological variables, such as fatigue and symptoms of anxiety and depression, known to impact cognitive test performance [24] [25] [26] , were explored.
Methods and materials
Baseline test data of patients from the ongoing prospective longitudinal observational Cognition and Radiation Study A (CAR-Study A; ClinicalTrials.gov Identifier: NCT02953756) were analyzed. In addition, non-cancer controls were recruited. This study was approved by the Medical Ethics Committee Brabant (file NL53472.028.15/P1515).
Patients
Adult patients were recruited at the Elisabeth-TweeSteden Hospital (ETZ; Tilburg, the Netherlands). Eligibility criteria were previously described by Verhaak et al. [27] . Most important inclusion criteria included: 1-10 newly diagnosed BM on a diagnostic or referral MRI-scan from a histologically proven malignant cancer, KPS ≥ 70, total tumor volume ≤ 30 cm 3 , and expected survival > 3 months. Exclusion criteria included: active primary brain tumor, small cell lung cancer, leptomeningeal metastases, or progressive symptomatic systemic disease without further treatment options, prior treatment directed at the BM (e.g., radiation therapy or surgery). Patients were screened by the radiation-oncologist during the first consultation. Neuropsychological assessment (NPA) was performed by a trained neuropsychologist in the morning before treatment.
Non-cancer controls
A normative group of adult non-cancer controls, as previously described by Verhaak et al. [27] , were recruited by convenience sampling from the general community and were selected to be, as much as possible, comparable to the general population and our patient-group, except for the fact that they were not allowed to have (a history of) cancer or severe cerebrovascular disease in the past year. Eligible controls received a study information letter and a medical checklist. All patients and controls signed informed consent before the NPA.
Measures
Medical records were consulted to extract patient characteristics. BM diagnosed > 30 days from the diagnosis of the primary tumor were considered metachronous (all other BM were considered synchronous). A well-established test battery [2, 28] was used that consisted of six neuropsychological tests, generating 11 test variables. In addition, three questionnaires [29] [30] [31] were administered ( Table 1) . FACT-Br data was not evaluated in this study.
Statistical analyses
Descriptive and comparative (Chi-square test; independent samples t-test) analyses were performed with respect to characteristics of patients and controls.
By means of multiple linear regression analyses, that regressed raw cognitive test scores of the control sample on age, sex and educational level, normative formulae were generated [32] . Raw Trails B scores were adjusted for sex, age, educational level and the Trails A score to derive the interference index. Sociodemographically-adjusted z scores were derived: Patients' z score = patient's raw score minus the predicted score divided by the SD of the control sample's residuals. Higher z scores reflect better cognitive performance.
To compare cognitive performance between patients and controls, one-tailed one-sample z tests were performed. Patients' mean z scores are equal to Glass' delta effect sizes (Mean Patients − Mean Controls / SD Controls ; [33] ), where 0.2 = small, 0.5 = medium, and 0.8 = large effect [34] . Impaired cognitive performance was defined as a z-score ≤ − 1.5. Percentages of patients with impaired performance per test variable, and on one, two or more tests were calculated.
Correlations were explored of patients' cognitive performances with clinical and psychological characteristics. A maximum of three additional predictors with the highest significant (p < 0.05) correlations were selected per test variable. Hierarchical multiple regression analyses were then performed to regress patients' z scores on the selected predictors. In all models, number (dummy-coded) and volume of BM were entered separately in Block 1. To reduce false discovery rate (FDR) due to multiple testing, alpha's were corrected per hypothesis, according to the Benjamini-Hochberg method [35] . All statistical analyses were performed with SPSS Statistics 25.0.
Results

Participants' characteristics
In total, 92 patients and 104 controls were included. Patients and controls did not differ in terms of sex, age and education ( Table 2 ). Forty percent of patients had more than three Symptoms of general fatigue, physical fatigue, reduced activation, reduced motivation and mental fatigue Functional assessment of cancer therapy-brain (FACT-Br) General quality of life (QOL) questionnaire that reflects symptoms or problems associated with brain malignancies across five scales 
Group-level cognitive performance
Patients performed significantly worse than non-cancer controls on all 11 test variables with medium to large effect sizes for 8 out of 11 variables (Table 3) . Lowest performance was found on measures of psychomotor speed, cognitive flexibility, information processing, and dexterity of both dominant and non-dominant hand.
Individual cognitive performance
Percentages of impairment on all 11 test variables were higher in patients than in non-cancer controls. This difference was statistically significant, except for verbal recognition and attention (Table 3 ). These percentages were highest for information processing (55.3%), dexterity (43.2%; nondominant hand) and cognitive flexibility (28.8%). Compared to controls, more patients showed cognitive impairments in more tests (Table 4 ). Significantly more patients (62% and 46%) than controls (18% and 3%) had an impairment in at least two or three test variables respectively.
Predictors of baseline cognitive performance
Supplementary Tables 1 and 2 present the results of the exploratory correlation analyses (Online Resource 1). A metachronous diagnosis of BM (compared to synchronous) was significantly associated with worse performance on 7 out of the 11 test variables. Chemotherapy was significantly negatively correlated with performance on 3 test variables (immediate and delayed memory and psychomotor speed).
Mental fatigue was significantly negatively associated with psychomotor speed, information processing, and dexterity. Higher KPS was significantly associated with greater dexterity. Four additional clinical (KPS; chemotherapy; symptomatic versus asymptomatic BM; timing of BM diagnosis) and four psychological predictors (Reduced Activation; Reduced Motivation; Mental Fatigue; symptoms of depression) were selected for the hierarchical multiple regression analyses. None of the initial regression models with only number and volume of the BM as predictors, nor the predictors themselves, were statistically significant ( Table 5 ). The addition of the clinical and psychological predictors led to a statistically significant increase in explained variance in five models for measures of verbal memory, psychomotor speed, information processing and dexterity. In two models (delayed recognition and information processing), timing of BM diagnosis was the only significant predictor, whereby patients with metachronous BM performed worse. Post hoc descriptive analyses showed that of the patients with a metachronous diagnosis, 44% had NSCLC, 55% received (prior) chemotherapy and 53% had a high KPS of 90-100 (vs. 96%, 7% and 89% in the synchronous group, respectively). For immediate verbal memory, symptomatic (versus asymptomatic) BM was a significant predictor, whereby patients with symptomatic BM performed worse. For psychomotor speed, mental fatigue was the only significant predictor in the model, with slower psychomotor speed in patients with more symptoms of mental fatigue. A final significant model did not yield any significant individual predictors (dexterity non-dominant hand).
Discussion
In this study we examined the incidence and severity of cognitive impairment, and clinical as well as psychological predictors thereof, in selected patients with 1-10 BM who were accepted for GKRS. Cognitive performance was measured with a well-established neuropsychological test battery. Previous studies on cognitive functioning were focused on patients with 1-4 BM or made use of an insensitive measure to assess cognitive test performance (the MMSE) [5] . At group level, we found lowest cognitive test performance (large effect sizes; means that ranged between − 1 and − 1.6 SD below the normative mean) on measures of psychomotor speed, cognitive flexibility, information processing, and dexterity of both dominant and non-dominant hand. At the individual level, cognitive performance was most frequently impaired with respect to measures of shortterm verbal memory span, cognitive flexibility, information processing, and dexterity of both dominant and nondominant hand. Although at group level, patients performed significantly worse than controls (with small effect sizes) on measures of verbal recognition and immediate attention. At the individual level, however, there were no significant differences in the frequencies of impairment for these two measures. These results are largely in line with previous studies in patients with BM: cognitive impairment in one or more tests before treatment of BM ranged between 53 and 80% (76% in our sample) and was most clearly demonstrated in the domains of executive functioning (including cognitive flexibility), verbal and visual memory, dexterity and psychomotor speed [6, 7, 9, 10, 36, 37] .
We noted a degree of impairment in information processing in our study that is higher than in other studies. Some of these studies used different neuropsychological tests, however, both studies by Chang et al. [6, 7] used the WAIS Digit Symbol test as well. At baseline, only 7% of their patients showed impaired performance in the pilot study [6] and baseline z scores in the larger randomized trial ranged between − 0.1 and − 0.4 [7] whereas in our sample, 55% of patients had impaired performance on this test and the mean z score was − 1.5. This difference might be explained by differences in the study samples: compared to our study, their sample consisted of patients with fewer (1-3) BM, higher median KPS and lower median total BM volume BM. In addition, although having severe problems with dexterity was one of the exclusion criteria in our study, impairments in dexterity were (highly) prevalent in our patient sample: 27% of patients showed impaired dominant hand dexterity (the mean z score for this measure was − 1.43 in our study vs. − 1.30 in the SRS-arm of Chang et al. [7] ). These impairments may have influenced performance on the other measures with high dominant hand motor demands [38] and help explain the poor performance on information processing, psychomotor speed, and cognitive flexibility. The use of (additional) neuropsychological tests with minimal motor requirements should be considered in future trials in this patient population, as the assessment of speed (information processing or psychomotor) is aimed at understanding cognitive rather than physical function [38] . Multivariable regression was used to examine whether number or volume of BM was predictive of pretreatment cognitive test performance. Neither number nor volume of BM were significant predictors in any of these initial models. Similarly, in previous studies based on univariate analyses, number of BM was not associated with cognitive performance. However, the same studies found negative associations uncorrected for multiple testing between total BM volume and measures of attention, verbal memory, information processing and executive functions [6, 8, 10, 15] . We also found a significant negative univariate association between volume of BM and working memory but in multivariable analyses volume of BM was not a significant predictor of working memory.
Hierarchical multivariable models including clinical as well as psychological variables were predictive of performance on six measures of verbal memory, psychomotor speed, information processing, and dexterity. Timing of BM diagnosis was a significant individual predictor in two out of five significant regression models: patients with a synchronous (versus metachronous) diagnosis of BM performed better on verbal recognition and had higher information processing (speed). This might be explained by the fact that these patients were still largely treatment-naïve and were in a better overall (higher KPS), and cognitive condition. Patients with a metachronous diagnosis of BM on the other hand, already received various types of systemic treatment, including chemotherapy, for their primary tumor, which may have contributed to the cognitive impairments [39, 40] already before the diagnosis of the BM. These (cancer-related) cognitive impairments primarily involve the domains of memory, attention, executive functioning, and processing speed [41] .
Despite the fact that the patients in our study had significantly more symptoms of anxiety and depression than our controls we found no evidence for a direct effect of anxiety and depression on cognitive test performance in our prediction models. This is in line with a previous study in patients with BM and indicates that anxiety and depression may not be (primary) contributors to cognitive impairment in these patients [37] . Mental fatigue however was predictive of reduced psychomotor speed. Efforts should be continued to investigate specific patient-and tumor-specific factors that can predict cognitive test performance. Identification of these characteristics allow for more individually tailored care for patients. In addition, thorough assessment of cognitive impairment, and understanding of the predictors thereof, is crucial for the evaluation of cognitive changes after SRS [4] .
This study has some limitations to be considered. Our patients had BM originating from various primary tumor histologies. Since prognosis, systemic treatment, and timing of BM may vary with type of primary cancer [42] , this might have affected cognitive test performance. However, as most BM originate from lung cancer, lung cancer patients represent the majority of patients with BM, both in In addition, we did not examine or take into account the location(s) of the BM. Further study is required to examine the impact of BM location (e.g., supratentorial, cerebellar, brainstem and 'other') on cognitive test performance as cognitive impairment is related to the site of tumor growth [43] . Although we did not find a direct effect of number and volume of BM on cognitive test performance in our relatively large sample of patients with 1-10 BM, it is of interest to investigate whether change (reduction or progression) in number and volume influences change in cognitive test performances after SRS. Li et al. [44] showed that greater volume reduction in total volume of BM was associated with a delay in cognitive decline after WBRT [44] .
Significant associations between cognitive test performance and daily functional independence have been found in brain tumor patients [45] . This study used mostly the same neuropsychological tests as the current study. Strongest associations were found for executive functioning (TMT B), language comprehension (COWA) and verbal learning and memory (HVLT-R). Patients with BM in our study showed significant impairments in all of these tests. These impairments may cause serious difficulties in day-to-day activities (e.g., daily chores, preparing dinner or communicating with family and friends). For example, patients may experience difficulties with the ability to plan ahead (related to impaired cognitive flexibility), slowness of comprehension and processing of information (related to impaired processing speed), and difficulties in learning and remembering new information (related to functions of memory), and difficulties in performing adequate movements appropriate to a certain task (related to impairments in dexterity and executive functioning). In addition, these difficulties in everyday living may increase the caregiver burden [45] .
Assessment of cognitive deficits is also crucial in understanding patients' ability in weighing the risks (cognitive impairment, distant recurrences, neurotoxicity) and benefits (cognitive preservation, local control, distant control) in coming to a treatment decision (e.g., WBRT, SRS or best supportive care) [46] . A previous study indicated that over half of the patients with BM (prior to BM treatment) had a diminished ability to reason through medical treatment decisions [47] , this was associated (same study sample) with worse verbal memory and information processing [48, 49] . In our sample, 55% (information processing), 27% (immediate verbal memory and verbal fluency) and 23% (working memory) of patients had impairments in these cognitive domains, emphasizing the relevance of pretreatment neuropsychological assessment. Patients at risk may need additional (written) information and guidance through the process of understanding treatment choices. Early detection of these cognitive impairments may facilitate cognitive intervention planning. Intervention (e.g., cognitive rehabilitation programs; [50] at an early stage may benefit the quality of survival in these patients, which is of particular interest for the growing number of (subgroups of) patients with longer expected survival.
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